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Family-based studies performed to date provide conflicting evidence of 
linkage/association between autistic disorder and either the "short" [Cook 

X "J\ Mo1 Psychiatry 2:247-250] or the "long" [Klauck et al., 
1997: Hum Mol Genet 6:2233-2238] allele of a polymorphic repeat 
located m the serotonin transporter (5-HTT) gene promoter region 
affecting 5-HTT gene expression [Lesch et al . , 1996: Science 

^tltll 7 ~J 531] : n ^ e . preSent stud y was ^signed to assess linkage and 
linkage disequilibrium in two new ethnically distinct samples of families 
with primary autistic probands. The 5-HTT promoter repeat was geno^ed in 
54 singleton families collected in Italy and in 32 singleton and 5 
multiplex famines collected in the U.S.A., yielding a total sample of 98 
trios. Linkage/association between 5-HTT gene promoter alleles 

SJt'fSjf and^hf SI„w aSS * SSed usin 9 the transmission/disequilibrium 
the iSiin 1 a P lot yP e " based haplotype relative risk (HHRR) . Both 

the Italian and the American samples, either singly or combined disolaved 
no evidence of linkage/association between 5-HTT gene promoter dlSplayed 
alleles and autistic disorder. Our findings do not support 
prominent contributions of 5-HTT gene variants to the pathogenesis of 

underline in pathogenetic Schanisms 

underlying the disease may require that linkage/association 

be . toward patient subgroups isolated on the basis of 

specific biochemical markers, such as serotonin (5-HT) blood levels Am 
J. Med. Genet. (Neuropsychiatr . Genet.) 96:123-127, 2000 
Copyright 2000 Wiley-Liss, Inc. 
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